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Notice to Readers 





Pentamidine Methanesulfonate to be Distributed by CDC 


Pentamidine is used to treat patients with Pneumocystis carinii pneumonia (PCP) who 
have failed to respond or who have had adverse reactions to trimethoprim/sulfamethoxazole. 
Because of the unavailability of an approved product and the infrequent demand for the drug 
in the United States, CDC has supplied pentamidine through its Parasitic Disease Drug Service 
as an Investigational New Drug. The current incidence of acquired immunodeficiency syn- 
drorne (AIDS) has created an unprecedented demand for pentamidine (approximately 60% of 
AIDS patients develop PCP). 

Starting in late May or early June 1984, CDC will distribute pentamidine methanesulfonate 
instead of pentamidine isethionate. Physicians and pharmacists should be aware of the 
change, because the dosages of the two pentamidine salts are calculated differently (Table 
1). The change from one pentamidine salt to another is necessary because CDC has been 
unable to obtain assurances that the manufacturer of the isethionate salt can meet the in- 
creasing U.S. demand for pentamidine. 

The indications for using pentamidine methanesulfonate are the same as those for pen- 
tamidine isethionate. Physicians in France and Canada have used pentamidine methanesulfo- 
nate to treat AIDS patients with PCP. Although results of such therapy have not been 
published, conversations by CDC with Canadian physicians concerning the outcomes of 13 
AIDS patients with PCP treated with pentamidine methanesulfonate indicate that the efficacy 
and toxicity of the methanesulfonate salt appear similar to those of the isethionate salt. One 
published report has suggested that hypoglycemia occurs more commonly with pentamidine 
methanesulfonate than with pentamidine isethionate, but the number of patients described 


TABLE 1. Comparison of pentamidine methanesulfonate to pentamidine isethionate 





Pentamidine isethionate Pentamidine methanesulfonate 


Manufacturer May & Baker (England) Specia (France) 





FDA* status investigational New Drug investigational New Drug 
Supplied as Powder Solution (3 ml/ampule) 
Amount indicated on label 200 mg (of salt)/vial 120 mg (of base)/ampule 
Equivalent pentamidine base 115 mg per vial 120 mg per ampule 


Daily dose 4 mg (of salt)/kg body weight 2.3 mg (of base)/kg body weight 
(0.0575 mi/kg) 





*U.S. Food and Drug Administration. 


U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES / PUBLIC HEALTH SERVICE 





226 MMWR May 4, 1984 
Pentamidine — Continued 


was small (7). The LD... for mice is approximately the same for the two salts (2). 

The doses of the two drugs are calculated differently because of the way the manufactur- 
ers have labeled their products (Table 1). Pentamidine isethionate is labeled to reflect the 
weight of salt present (pentamidine base moiety plus isethionate salt moieties), whereas pen- 
tamidine methanesulfonate is labeled according to the weight of only the pentamidine base 
present. Thus, 2.3 mg/kg of pentamidine base is equivalent to 4.0 mg/kg of pentamidine ise- 
thionate salt. Each ampule of pentamidine methanesulfonate solution contains the equivalent 
of 120 mg of pentamidine base dissolved in 3.0 mi of sterile water for injection. Expressed in 
terms of volume, the dose of pentamidine methanesulfonate is 0.0575 mi/kg. 

The procedure for obtaining pentamidine methanesulfonate from CDC will be the same as 
that used in the past to obtain pentamidine isethionate. 


Reported by Div of Anti-infective Drug Products, National Center for Drug and Biologics, US Food and 

Drug Administration; Div of Parasitic Diseases, Center for infectious Diseases, CDC. 

References 

1. Belehu A, Naafs B. Diabetes mellitus associated with pentamidine mesylate [Letter to the Editor]. 
Lancet 1982;1:1463-4. 

2. Specia, Paris, France. Unpublished data. 
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Alcohol and Violent Death — Erie County, New York, 1973-1983 


Since 1973, Erie County, New York, has evaluated blood samples for the presence of alco- 
hol and drugs in all medical-examiner-investigated deattis.° Recently, the files of the Erie 
County Medical Examiner's Office were examined specifically for blood-alcohol concentra- 
tions (BAC) of persons 15 years of age or older who died within 8 hours of injury during 
1973-1983. 

Erie County, located in the western part of New York, has a population of approximately 
800,000 persons 15 years of age or older; the main city in this metropolitan area is Buffalo. A 
total of 3,293 deaths from unintentional and intentional injuries among persons in this age 
group was recorded during this period.t The largest proportion of deaths (34%) was traffic- 
related, followed by miscellaneous injuries (27%), suicides (20%), and homicides (19%). 

Fifty-three percent of Erie County's population 15 years of age or older is female; 91% is 
white, and 9% is black (7). However, approximately 73% (59.0/100,000 population) of the 
victims were men, compared with 27% (20.1/100,000) women. The percentages of men and 
women who were intoxicated (0.1 g% BAC or higher) at time of death were 35% and 22%, 
respectively. Approximately 81% (34.7/100,000) of victims were white, compared with 19% 
(77.6/100,000) for blacks. The percentage of black victims who were intoxicated at time of 
death was 41%, compared with 29% for white victims. 

For the 1,127 traffic-related fatalities, the percentage of persons killed who were drivers 
was 55%, compared with 20% who were passengers. Twenty-three percent were pedestri- 
ans, and 2% were bicyclists. Over 38% of all these traffic-fatality victims were legally intox- 
icated at time of death. Forty-four percent of drivers were legally intoxicated at time of death, 


*Deaths believed caused by homicide, suicide, or unintentional injuries occurring in the county. 
tData were incomplete for 13 cases; therefore, totals for each of the four categories add to only 3,280. 
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compared with 33% of passengers, 30% of pedestrians, and 23% of bicyclists. 

Among the 875 fatalities caused by miscellaneous unintentional injuries, 29% of the vic- 
tims were legally intoxicated at time of death. Most of these deaths were caused by falls (6%) 
and drownings (4%). Twenty-one percent of fall victims and 26% of drowning victims were 
legally intoxicated at time of death. 

Of the 655 suicide victims, 22% were intoxicated at time of death. The most common 
methods of suicide were gunshots (29%), drug and/or alcohol overdoses (23%), carbon 
monoxide poisoning (19%), and hanging (14%). The percentages of victims who were intox- 
icated were 28%, 17%, 28%, and 23%, respectively. 

There were 623 homicide victims, approximately 32% of whom were intoxicated at time 
of death. The most common methods of homicide involved guns (49%), knives (30%), and 
personal weapons (i.e., hands or feet) (20%). The percentages of victims who were intoxicated 
were 44%, 36%, and 17%, respectively. 

Reported by E Abel, PhD, P Zeidenberg, MD, S Regan, Research Institute on Alcoholism, Office of Alco- 
holism and Substance Abuse, New York Div of Alcoholism and Alcohol Abuse, J Uko, MD, TA Rejent, Erie 
County Medical Examiner's Officer, Buffalo, New York; Div of Surveillance and Epidemiologic Studies, 
Epidemiology Program Office, Violence Epidemiology 8r, Office of the Director, Center for Health Promo- 
tion and Education, CDC. 

Editorial Note: Unintentional injuries are the leading cause of premature loss of life among 
Americans, and homicides and suicides are fourth (2). The presence of alcohol in victims of 
homicides, suicides, and unintentional injuries has been described previously (3-8). Studies 
have indicated that medical-examiner data are good sources of information for epidemiologic 
surveillance of alcohol in these victims (4). Several studies have compared victims of 
traumatic-injury death to victims of death from other causes and found that alcohol is more 
frequently present among victims of traumatic-injury deaths (3,5), suggesting that alcohol 
consumption may be a risk factor for violent and traumatic-injury deaths. To determine the 
relative risk for traumatic-injury deaths given the ingestion of alcohol, it will be necessary to 
collect data on traumatic-injury deaths among persons who do and do not consume alcohol. 

These data from Erie County show somewhat lower proportions of alcohol involvement 
than previous reports of motor-vehicle fatalities (3,4,9), nonmotor-vehicle fatalities (4,70) 
and homicides (3,4, 7,8). This may result from differences in drinking patterns between Erie 
County and other localities previously studied, differences from study to study in the BAC 
considered to be positive, or differences in the maximum acceptable time lapse between 
injury and death. However, the proportion of suicide victims in Erie County with positive BACs 
is similar to that in previous reports (3,4,8). 
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1982-1983. Washington, D.C.: U.S. Government Printing Office, 1983. 
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Hemorrhagic Fever with Renal Syndrome — France 


In France, the first two autochthonous cases of hemorrhagic fever with renal syndrome 
(HFRS) were recognized in November 1982 and June 1983 (7,2). Since then, in collaboration 
with CDC laboratories, France has identified six additional cases; others have identified five 
more cases (3), confirming the existence of a Hantaan virus-related disease in France. 

The clinical iliness in all eight patients was characterized by fever, acute renal insufficiency 
(serium creatinine over 300 4M/I in six patients), proteinuria (over 1.5 gm/dl), headache, and 
lumbar and abdominal pain. Five patients had severe renal insufficiency with serum creatinine 
over 500 uM/I and were admitted to an intensive-care unit. Two patients had mild hemor- 
rhagic manifestations. All recovered without sequelae after 2 or 3 weeks. The diagnosis was 
confirmed serologically at CDC by immunofluorescent antibody testing, and in selected 
cases, a plaque-reduction neutralization test against Hantaan virus strain 76-118 (4). 


(Continued on page 233) 





TABLE |. Summary —cases specified notifiable diseases, United States 
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TABLE II. Notifiable diseases of low frequency, United States 





Cum. 1984 Cum. 1984 
hh Al 

Anthrax ° Plague 
Botulism: Foodborne (Okla. 1) 6 Poliomyelitir Total 

infant 37 Paralytic 

Other 2 Psittacosis (N.C. 1, Calif. 1) 

(Ga. 2, Fla. 1) 34 Rabies, human 

Cholera 7 Tetanus 
Congenital rubella syndrome 1 Trichinosis (NJ. 1, Va. 1, Hawaii 1) 
Diphtheria - Typhus fever, flea-borne (endemic, murine) 
Leptospirosis (Ohio 1, Calif. 1) 8 

















*Six of the 140 reported cases for this week were imported from a foreign country or can be directly traceable to a known internationally im- 
ported case within two generations 
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TABLE It. Cases of specified notifiable diseases, United States, weeks ending 
April 28, 1984 and April 30, 1983 (17th Week) 
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TABLE II. (Cont.’d). Cases of specified notifiable diseases, United States, weeks ending 
April 28, 1984 and April 30, 1983 (17th Week) 
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TABLE 111. (Cont.’d). Cases of specified notifiable diseases, United States, weeks ending 
April 28, 1984 and April 30, 1983 (17th Week) 
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TABLE IV. Deaths in 121 U.S. cities,” week ending 
April 28, 1984 (17th Week Ending) 
All Causes, By Age (Years) 








Par 4 
Total | Reporting Ares 





45-64 |25-44 11-24 


















































12 
6 


“N@-N-0— 
“WOWWNnN, 2a 


ewe, 
, NONNGOON, O-ON 


No: 


A 

Ages 
709 
170 
53 
31 
31 
83 
1 
21 
22 
51 
60 
4 
53 
34 
60 


w 
WwW 


a 
WW-wWwWuwwoe 


Nene, OD, ONO, NOD, Nw 
- 
c? 4) i 


e-e, oo 
- 
-@ @@@nwewv: 


eo, 
N 
WN FWNNNO 


anwnweswe Nn 


= 
eon 
~ 


WS. CENTRAL 
Austin. Tex 
Bator Rouge. La 
Corpus Christi, Tex 
Dallas, Tex 

E1 Paso, Tex 

Fort Worth, Tex 
Houston, Tex 
Little Rock, Ark 
New Orleans, La 
San Antomo. Tex 


Lal 


wn e-@DFs® ne 
a 


yn -0 = 
NW-TOono-ag- 
- 
ee bee, Vee, 
~ 
o- 
al 
w= OQWROUTWNI HANNS 


- 
SOnwogn-: 
- 


- 
- 
2) 


EN. CENTRAL 2.271 


- 
on 
8 
~ 
ne 
@ 
w 

= 

~N 


rs 
NO-OwWwhenN 
wero 


Wa INWANWNETEDHAH 
= 


- 
WNNOAD— 


, www: 
w-OoO- 
b 
o 
2 
oO NNO 


NW DOD OWENAAWENNN 


’ OWWNWWN—KDESAWONNN: 
-N@DEN EF ODsWNHONNR-- 


-N 
“nN. N 


San Drego, Calif 
San Francisco, Catf 


— 


@wenon n= 
nN 
b 


NeHNNNN: NE 
‘nen 

x 

© -- 

© 

o 

a o = 

~~ SEWEDAHOOHY 


e-wooeF eau---~ 


43 


- 








* Mortality data in this table are voluntarily reported from 121 cities in the United States, most of which have populations of 100,000 or 
more A death is reported by the place of its occurrence and by the week that the death certificate was filed Fetal deaths are not 
included 

= and influenza 
t Because of changes in reporting methods in these 4 Pennsylvania cities, these numbers are partial counts for the current week Com- 

counts will be avaiable in 4 to 6 weeks 

tt Total includes unknown ages 
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The patients ranged in age from 14 to 38 years; seven were male. All had histories of 
possible exposure to wild rodents within 4 weeks before onset of disease. For three patients, 
the incubation period was known exactly because of single exposures: 14 days for one patient 
who developed HFRS after being bitten by a wild rodent; and 17 and 20 days for two 
patients, living in Paris, who had a single, indirect exposure to wild rodents in the same place 
(7,2). 

The eight infections were contracted in four different geographical areas: for two pa- 
tients— 120 km northeast of Paris; for four patients—70 km north of Paris; for one pa- 
tient— 500 km south of Paris; for one patient — 30 km northwest of Paris. 

Epidemiologic investigations are in progress to further assess the extent of HFRS in France. 

Reported by E Dournon, MD, B Moriniere, MD, PM Girard, MD, Laboratoire Central, Institut de Médecine et 
d'Epidémiologie Tropicales, Hépital Claude Bernard, JP Gonzalez, MD, Office de le Recherche Scientifique 
et Technique Outre-Mer, Paris, PY Lallement, MD, E Kaloustian, MD, Centre Hospitalier, Compiegne, B 
Schlemmer, MD, CMC Foch, Suresnes, E Bouvet, MD, Direction Générale de la Santé, Ministére des Af- 
faires Sociales et de la Solidarité Nationale, Paris, France; Special Pathogens Br, Div of Viral Diseases, 
Center for infectious Diseases, CDC. 
Editorial Note: Hemorrhagic fever with renal syndrome begins abruptly with fever, chills, 
weakness, and dizziness. Headache, myalgia, and lumbar pain are usually prominent. The 
severe form of the disease, occurring primarily in Asia, may result in thrombocytopenia with 
petechiae and hemorrhage, while the milder form exhibits little or no hemorrhage. Both forms 
may result in acute renal failure. Although hemorrhagic fever with renal syndrome was known 
in Asia before World War Il, it was first reported in the English literature during the Korean 
War, when United Nations’ troops became ill with the disease. 

Improved tissue-culture replication of Hantaan virus (4,5) has resulted in the identification 
and isolation of Hantaan-related viruses in rodents in diverse areas of the world, including 
North America and Asia (6-9). Parallel to this has been the discovery of human infection and, 
in France, significant numbers of HFRS cases associated with these infections, as illustrated in 
this report. 

These reports suggest that HFRS is an important cause of serious, hospitalizable disease 
in France. The trapping of clethrionomys rodents in areas associated with acute disease in 
France suggests that HFRS there is an extension of the disease already known in Scandinavia 
and Eastern Europe and probably represents the milder form of disease reported in the west- 
ern Union of Soviet Socialist Republics and China. The geographic diversity of cases in France 
suggests that surrounding countries should be aware of the situation and search for the dis- 
ease in their own populations. In any countries where the virus has been identified in wiid 
rodents, such as the United States, the potential exists for human disease and warrants a 
search for such cases. 
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Shigellosis among Tourists — Union of Soviet Socialist Republics, 1983 


CDC has received several reports of a severe diarrheal iliness affecting tour groups to the 
southern Union of Soviet Socialist Republics (U.S.S.R.)in 1983: 

Tour #1. A 60-year-old woman developed vomiting, chills, and diarrhea in July 1983 in 
Tashkent, Uzbek Soviet Socialist Republic. She had been in Bukhara, Uzbek, for the 2 days 
before her onset of illness. The diarrhea persisted for 2 weeks, despite medication prescribed 
by physicians in the U.S.S.R., and on her return to the United States, she consulted her private 
physician. She was treated with trimethoprim/sulfamethoxazole, and after 3 days, the diarr- 
hea resolved. Stool culture yielded Shigella flexneri 1b. 

Tour #2. A 52-year-old man became ill with diarrhea and chills in September 1983, while 
on a tour in Yerevan, Armenian Soviet Socialist Republic. His symptoms persisted after his 
return to the United States, and a stool culture grew S. flexneri 1b. 

Tour #3. A physician-member of a tour group to the Caucasus in August 1983 reported 
that more than 60% of tour-group members experienced an illness characterized by high 
fever, nausea, and nonbloody diarrhea that lasted 2 days to 2 weeks. The illness first occurred 
after the group had been in Tbilisi, Georgian Soviet Socialist Republic, for several days. The ill- 
ness was treated empirically with trimethoprim/sulfamethoxazole or doxycycline; antidiar- 
rheal medications were avoided. 

Following these reports, CDC contacted tour leaders who had led 39 tours through the 
U.S.S.R. between April and October 1983. In 12 of the 39 tours, more than one-third of tour 
members had a diarrheal illness compatible with shigellosis. 

All 12 affected tour groups were among the 18 groups that traveled through either Uzbek 
Soviet Socialist Republic or the Caucasus Mountain Republics of Georgia, Armenia, or Azer- 
baidzhan during July through October 1983. In contrast, none of 17 tour groups to the 
U.S.S.R. that did not visit these areas in the southern U.S.S.R. and none of four tours to the 
Caucasus in May and June 1983 experienced similar outbreaks of diarrheal disease. The Shi- 
gella isolates from tours 1 and 2 were confirmed as S. flexneri type 1b, resistant to ampicillin 
and chloramphenicol and sensitive to trimethoprim/sulfamethoxazole. S. sonnei was isolated 
from a member of a tour to the Caucasus returning to the United States in late August; this 
isolate was not characterized further. No other pathogens were reported to have been isolated 
among the surveyed groups. 

Reported by CW Bird, MD, R Locey, MD, Oakland County Health Div, Oakland County, KR Wilcox, Jr, MD, 


Michigan State Dept of Public Health; DB Prescott, MD, Storrs, Connecticut; Enteric Diseases Br, Div of 
Bacterial Diseases, Center for infectious Diseases, CDC. 


Editorial Note: Persons who traveled to the Soviet Republics of Uzbek, Georgia, Armenia, 
and Azerbaidzhan in summer and fall of 1983 appear to have been at high risk for acquiring a 
febrile diarrheal iliness, some of which was shigellosis. Shige//a is usually transmitted person- 
to-person or via contaminated food or water. The source of the illness in these tour groups is 
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not known. It is not known whether a similar risk was present before 1983 or will be present 


in 1984. Antimicrobizi-resistant Shigella should be considered in the differential diagnosis of 
diarrheal illness occurring in tourists to these areas. 


Quarantine Measures 


The following changes should be made in the “Supplement— Health Information for Inter- 
national Travel,” MMWR, Vol. 32, 1983. 
LIBYAN ARAB JAMAHIRIYA (Situation as of March 20, 1984) 
Cholera— Delete all information on pages 14 and 41. 
TOGO (Situation as of April 17, 1984) 
Yellow Fever—Delete all information on pages 17 and 55. On page 17, insert 1 On page 55, 
insert I >1 yr. 


Notice to Readers 





Announcement of Reye Syndrome Conference 


The fourth International Conference on Reye Syndrome will be held in Columbus, Ohio, 
June 21-22, 1984. For further information, contact: 
Dr. J. Dennis Pollack 
General Chairman, 4th ICRS 
Children’s Hospital 
700 Children’s Drive 
Columbus, Ohio 43205 


Addendum: Vol. 33, No. 7 


p.81. In the recommendations from the Immunization Practices Advisory Committee, 
“Varicella-Zoster Immune Globulin for the Prevention of Chickenpox,” the following 
varicella-zoster immune globulin regional distribution center should be added to 
Table 6 on page 97: 

American Red Cross Blood Services 
Tri-State Region 

1111 Veterans Memorial Boulevard 
P.O. Box 605 

Huntington, West Virginia 25710 
(304) 522-0328 





Erratum : Vol. 33, No. 13 


p. 179 In the article, “Update: Styrene, Dioxin, and 1,3-Butadiene in the Workplace,” the 
formula for styrene should read: C,H,CH = CH,. 
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